Some new two series of 1, 2-disubstituted benzimidazolyl isoindoline derivatives (6a-n) were synthesized by mannich reaction of 2-substituted benzimidazolyl isoindolines (4a-b) with various aromatic primary amines (5a-g) with formaldehyde in acid as a condensing agent. The 2-(1,3-dioxoisoindolin-2-yl) carboxylic acids (3a-b) cyclised with 1,2 diamino benzene yield (4a-b). The pthalic anhydride (1) and amino acids (2a-b) fused at 180°C-185°C to give (3a-b). The compounds (4a-b) and (6a-n) were screened for their in-vivo central nervous system locomotor activities. Among these tested isoindolines 4a, 4b, 6a, 6b, 6e, 6f were only shows elevated central nervous system depressant potency and remaining isoindolines were depicted bad central nervous system depressant activity.
Heterocyclic's analogues have depicted a central position in the field of novel synthetic drug developments owing to their high reactivity in the biological receptors/membranes, pharmacological properties and are widely implicated in various biochemical metabolic processes. Many five membered, six membered, fused five or six membered heterocyclic's compounds have shown diversified biological activities ranging from antibacterial, antifungal, antiprotozoal, antitubercular, antiviral, hypnotics, anti epileptic, anti-ulcer, diuretics, anticancer, antihypertensive, anthelminitics , antimalarial, analgesic, antiinflammatory, CNS stimulant, CNS depressant 1 etc. Among this nitrogen containing fused heterocyclic's derivatives such as benzodiazepine, benzimidazole, phenothiazine, indole, purine, quinoline, pteridine analogues are highly focused due to its fascinating biological activities. Out of the above mentioned heterocyclics, we decided to choose the synthesis of indole and benzimidazole nucleus because both are integral part of a some of biologically active natural products such as indole found in psilocin as hallucinogens, ergotamine for migraine, vinca alkaloids as anti cancer, reserpine as antihypertensive and benzimidazole present in vitamin B 12 cyanocobalamine. They also comprise the ring system in a number of drugs to name a few indomethazine, indoprofen, omeprazole, albendazole, etc.
The 14 , histamine H 4 -receptor antagonist 15 activities.. The earlier research reports indicated that the indoline derivatives also displayed wide range of biological activities such as antibacterial 16 , analgesic ,antiinflammatory 17 , cyclooxygenase inhibitor 18 , antihistamine 19 , antioxidant 20 , antiproliferative 21 , acetylcholinesterase inhibitors 22 , inhibitor of human neuronal nitric oxide synthase 23 , anticonvulsant 24 , antidepressant 25 and neuroprotective 26 . Hence novel synthesis of heterocyclic's fused derivatives is being continuously reported with specifying wide variety of biological activities. Indoline analogs are most extensively studied nucleus, which can be used as the starting material or intermediate/ subunit for new leads in a drug discovery by synthesis of fused heterocyclic analogues 27 . We after following this reports, it was thought of interest to fuse both indoline and benzimidazole moieties attempted by synthesise using isoindoline as a starting material which hope to give some variations in the biological activity. So our research work involves the synthesis of some new benzimidazole fused isoindoline heterocyclics followed by in-vivo central nervous system locomotor activity screening evaluation of the derivatives.
EXPERIMENTAL

Synthesis of 2-(1, 3-dioxo isoindolin-2-yl) alkylacids (3a&3b)
An equimolecular quantity of pthalic anhydride (1) and glycine (2a, series 1) and alanine (2b, series 2) in a glass beaker were kept in a previously heated sand bath at 180-185 o C. The beaker heated for five minutes with continuous stirring, melted mixtures were kept aside for few minutes allow to cool, the liquid mass solidified. The swhite solids (3a-b) obtained were then recrystallised from ethyl alcohol. Synthesis of 2-(1-(1-benzimidazol-2-yl) alkyl) isoindoline-1, 3-dione (4a&4b)
An equimolecular quantity of 3a (series 1) / 3b (series 2) and 1,2 diaminobenzene were taken in a round bottomed flask, refluxed in 30 ml of 4N hydrochloric acid (for 0.1 molar) for two hours. The reaction mixtures were cooling gave a products 2-((1-benzoimidazol-2-yl) methyl) isoindoline-1,3-dione (4a) and 2-(1-(1-benzoimidazol-2-yl) ethyl) isoindoline-1,3-dione (4b).which were filtered with ice cold water, dried and then recrystallised from ethyl alcohol.
Synthesis of 2-[(1-((phenyl amino) methyl) substituted 1-benzoimidazol-2-yl) alkyl] isoindoline-1, 3-diones (6a-n)
The 0.1 molar quantity of 4a (series 1)/ 4b (series 2) were taken in a round bottomed flask, with 0.2 molar 35% formaldehyde mixed in acetic acid and to this 0.2 molar quantity of following primary aromatic amines (5a-g) was added separately namely aniline (5a), para-aminobenzoicacid (5b), anthranillic acid (5c),sulphanilic acid (5d), sulphonamide (5e), ortho-aminophenol (5f) and para-aminophenol (5g), and the mixtures were refluxed for 4 hours. The round bottomed flask mixtures were cooled and poured in to a beaker containing ice cold water with stirring to settle the products (6a-n). These were filtered with ice cold water separately, kept over night in a freezer, dried and recrystallised from ethyl alcohol.
The products are chemically named as
The purity of the two series (series 1-4a,6a, 6c,6e,6g,6i,6k,6m) and (series 2-4b, 6b, 6d, 6f, 6h ,6j, 6l, 6n) synthesized benzimidazolyl isoindolines were identified by melting point determination. Qualitatively identified by thin layer chromatography using coated silica gel-60 F 254 aluminium sheets using chloroform: ethanol (8:2) as a solvent eluent followed by visualized in a ultra violet chamber ( Table-1 ).
Pharmacological study Animals
The selected Albino mice of wistar strain either sex were procured from the animal house. The animals were maintained in polypropylene cages in standard environmental conditions at 25 
Evaluation for Central nervous systemLocomotor activity
The central nervous system stimulant or depressant locomotor activity of isoindolines was evaluated by using digital actophotometer 28 . Adult albino mice of either sex weighing 20-28 g were divided into control, standards and test isoindoline groups of five animals in to each group and numbered. The 0.25ml of 1% CMC suspension vehicle were administered for five days once daily before starting the experiment. The animals were fasted for six hours before experiment and they were allowed to adapt to the activity cage environment for at least five minutes. The activity cage was calibrated prior to experimentation. The mouse was placed individually in the digital activity cage and the basal activity counts of each mouse were noted for15 minutes 2 days before to start experiment. A count is recorded when the beam of light falling on the photoelectric cell of actophotometer which connected in circuit with a counter, is cut off by mice. This test involves placing a mouse separately in an activity cage 
SCHeMe which enables movement of the mice across a light beam to be recorded as a locomotion count. The tested isoindoline compounds were administered orally by intragastric (stomach) tube at a doses of 10 mg/kg, 20 mg/kg & 30 mg/kg body weight in the form of suspension in 0.25ml of 1% CMC while two other groups received diazepam at a dose of 5mg/kg and caffeine at a dose of 10mg/kg body weight as a standard drugs, also given in the form
of suspension in 0.25ml of 1% CMC.The control group mice received with 0.25ml suspension of 1% CMC in water. The locomotor behaviour was monitored after 60 minutes of administration of drugs, the actophotometer counts were measured for a period of 15 minutes. The difference in the number of counts for each groups was recorded. The mean score for standard and test isoindoline groups were compared the results with control group.The percentage increase or decrease in locomotor activity was then calculated.
locomoton average number of movements in percentage for the synthesized benzimidazolyl isoindolines at 30mg/kg concentration compared with standard CNS stimulant caffeine at 10mg/kg and standard CNS depressant diazepam 5mg/kg.
RESULTS AND DISCUSSION
In this study, two series of some substituted benzimidazolyl isoindoline derivatives were prepared and physical analytical studies was carried out by for conforming the purity. They were evaluated for their central nervous system locomotor activity by using actophotometer and the results are shown in Table 2 . The data noticed that most of the isoindolines were shows varying degrees of reducing locomotor activities against control group was observed at 20mg/kg and 30mg/kg concentrations. The most of the isoindolines produce significant depressant activity at the all tested 10mg/kg , 20mg/kg, 30mg/kg concentrations but only 6k, 6m not produced significant decrease of locomotor activity were observed at all the tested concentrations . In this context , the isoindolines 6b,6e,6f were only expressed higher depressant activity and isoindolines 6a,4a,4b also gave considerably good depressant activity when compared to standard CNS depressant drug diazepam. The bar diagram shows that both series of isoindolines exerts almost same degree of percentage locomotion movements. Among this isoindolines 6c, 6d, 6g, 6h, 6j were displayed comparably lower depressant activity. However, isoindolines 6i, 6k,6l,6m,6n exhibited bad central nervous system depressant properties than the compared other isoindolines. All the synthesized isoindolines were fails to show central nervous system stimulant activity when compared to standard CNS stimulant drug caffeine. When Structure activity relationship studies are concerned, 1-ortho phenyl carboxylic acid substituted (6e, 6f) and 1-phenyl substituted benzimidazolyl isoindolines (6a,6b) were only displays good depressant activity. The unsubstituted benzimidazolyl isoindolines (4a, 4b) also displays considerable depressant properties than other tested isoindolines . A close examination of bar diagrams shows that the 2-ethyl substituted benzimidazolyl isoindolines (series 2) were marked more depressant activity than 2-methyl substituted benzimidazolyl isoindolines (series 1).The 1-para phenyl sulfonic acid substituted (6g,6h) and 1-para phenyl acid substituted benzimidazolyl isoindolines (6c,6d) were depicted more appreciable depressant activity than 1-para phenyl sulfonamide substituted benzimidazolyl isoindolines (6i,6j). Any way, the 1-para phenyl sulfonic acid substituted (6g,6h) analogues were more potent than 1-para phenyl carboxylic acid substituted (6c,6d) analogues. The 1-phenyl hydroxy group substituted (6k, 6m, 6n) analogues were exerting very weak depressant activity.
CONCLUSION
The results proves that 1-phenyl substituted (6a,6b) and that 1-phenyl carboxylic acid substituted (6f,6e) benzimidazolyl isoindolines were produced good central nervous system depressant activity but the 1-phenyl hydroxyl substituted (6k, 6l, 6m and 6n) analogues were fails to give considerable central nervous system depressant activity. Moreover, the 1-phenyl ortho substituted and 2-ethyl substituted benzimidazolyl isoindolines were depicted more central nervous system depressant activity then the corresponding 1-phenyl para substituted and 2-methyl substituted analogues. All the tested benzimidazolyl isoindolines were fails to exert central nervous system stimulant activity.
